Typing strategy (method) for determination of DNA methylation status: genomic DNA is digested with BssHII, a methylation-sensitive restriction enzyme, and then subjected to real-time PCR such that a target region carrying a BssHII site of interest can be amplified. In addition, regions adjacent to the target region, where no restriction enzyme sites are present, are also amplified and used as controls for normalization of the amplified target region. Using the method, the levels of DNA methylation in the human REELIN (RELN) gene in postmortem brain genomic DNA from schizophrenic, bipolar and healthy individuals were examined. The scatter graphs (the right panels) show that a statistically significant correlation between the levels of DNA methylation in RELN and age was detected in healthy individuals (a), no such correlations were seen in either schizophrenic or bipolar patients (b and c, respectively). The method can also be used for determination of DNA methylation status against the RELN reporter plasmids that are partially methylated in vitro (the downward arrow). The in vitro expression assay with the resultant reporter plasmids with various DNA methylation levels demonstrated a reverse correlation between the levels of DNA methylation and expression in RLEN. For more information on this topic, please refer to the article by Tamura et al. on pages 593-600. 
